Discussion
Our findings show that human blood monocytes produce more IL-10 in the presence of heat-killed MAC bacilli than in the presence of M. tuberculosis (Figs.1, 2, 3) . It is known that mononuclear phagocytes and T cells produce IL-1012,13). In our laboratory, cell separation experiments confirmed that monocytes, but not T lymphocytes, produced IL-10 when stimulated with M. tuberculosis (unpublished observations). Recently, Barnes et al. detected IL-10 mRNA predominantly in CD3-and CD14+ cells but not in CD3+ pleural fluid cells obtained from patients with tuberculous pleuritis"). These observations suggested that mononuclear phagocytes may be the main source of IL-10 in M. tuberculosis infection. Activated macrophages also produce TNF-a , which plays a role in the pathogenesis of mycobacterial diseases. TNF-a inhibits mycobacterial growth10) and is required for granuloma that PBMC of patients with MAC infection exhibited decreased in vitro lymphocyte proliferation and IL-2 production after stimulation with purified protein derivative (PPD)18). They also showed that heat-killed whole MAC organism or its lipid component impaired the capacity of human PBMC to proliferate in vitro in response to PPD and mitogens19). Another role of IL-10 in immunosuppression during human mycobacterial infections was suggested by Sieling et al20). They demonstrated that PBMC of leprosy patients and healthy donors released IL-10 antibodies enhanced PBMC proliferation in patients infected with M. leprae, suggesting that M. leprae-triggered release of IL-10 suppresses T cell proliferative responses. We also observed that neutralizing anti-IL-10 antibody significantly enhanced the proliferative response of PBMC to the mycobacterial preparations studied here (data not shown). Taken together, our findings suggest that increased production of IL-10 by MACstimulated monocytes play a role in the intractable disease caused by these organisms.
